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44 0 ]^eflo]E I28.5g(0.569mol)4 ^"4 4 €4^1 4 °1 B4 4lbi:4 ^-§-4 250m£(10/l, 

v/v)4 4<?1 ^ 3r-??-44 44^01 4 -§-^4. A o v f°i ^44^1 ^ 10% ^r444H# ^ 
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<72> R f = 0.45 Hl^iffl #5.5^01^:1311^ = 9:1) 

<73> 1 H-NMR(DMS0-d 6 )= 2.04(s,3H), 6.30-6.34(m,lH) , 6.76-6.77(m,lH) , 6.84-6.87(d, 1H) , 

7.34-7.35(m,lH), 7.50-7.56(m,lH) , 8.38-8.47(m,lH) , 8.53-8.57 (m,2H), 8.66-8.70(m,lH), 
9.23-9.24(d,lH) 

<74> #^-#^^r A^rA ^o] 

<75> £J !.! 

<76> 3-oHl€^&l^ 100g(0.19mol)^r ^Ml^^M^ c]ii||o}A|t 156. 5g ( 1 . 27mo 1 ) %l 

7}f:\3L ^^-^Hl 23*1 ^V-g-Al^cf. o°CS. ^^"Al^l clo]l^o1lEll3.2f «jA>oi ^^-on 

(3:2, v/v) 500m£# ^ 7>*> Jl 4*l#^9l JL^^t].. * t^lH^I = Sf 

^^-^(3:2, v/v) 500m£3. >*fl^*H 3-^ wfl ^ d > c l ^-l-(3-^ 51 ^ )-2-HS|-l4 120g 
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7.89-7.95(m,lH), 8.27-8.32(m,lH) , 9.00-9.02(s , 1H) 

<79> ff-J 1.2 

<80> 2-nll^-5-^S5.ol-^^ 100g(0.657mol)^r 250ra^<^l -g-*fl*l?l ^ 65% ^-g-^ 

48me(0.65mol)* 7}^}3X^ . ^^ Q ] # 41.4g°fl -g-Sfl^ A} ole,}*! j= 41 4gT g. 7 ^ 

^ *Hr*M 24Al?_V^-oV til-g-Al^Cf. OtS ^zj-*m cf-g- a^}^ o|)^: 
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el u)-o]Eeflole 36g(0.14mol), ^ ^s^Bf- 6.5g(0. 163mol oliasMi -§-*fl*l?l 
^ 18*1 Hl-g-on^. 0 °CS uf^- o^^l-ji ol^HS.^-i: ^ 

DflEl^-^. ^1^*1 tf-g- ^SAl^ N-(2-c)m-5-MHS5)l 1 d)-4-(3-3l^ 1 i)-2-5xl&|nlcl-o>^ 20g# 
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8.62-8.64(m,lH), 8.71-8.74(m, 1H) , 8.78-8.81(m,lH) , 9.27-9.33 (m,2H) 
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< 88 > N _(5_o>o] i^-2-t>)l M ^)-4-(3-3q Ej ^)-2-^l si Dl^-o>nl 2.83g(8.29mmol)# 3lHe}-*l-ol 

= 3.^21 20m^l ^91 HBloil^o>Dl l.4m^(9.95mmol)l- 7>*1 c]~g- 30^- ?1 12 ^V^. 4-# 
Hfl^ #^.e|-o]^ 2.03g(10.78mmol)^r 7>^}JL 4*1^^ ^fKl-<*| al-g^^t}. 
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N-(5-(4-#SS.t»ll <g h^)-2-*\Ms\] ^ )-4-(3-2l &1 ^ )-2-sl e) n] ^-o>^ 3 . i2 g ^- <g $ . 



<89> R f = 0.38 (ofl^^l #^e}-ol= = 9:1) 

<90> 1 H-NMR(DMSO-d 6 )= 2.23(s,3H), 4.45(s,2H), 7.20-7.24(d, 1H) , 7.43-7.61 (m,5H), 

7.94-7.98(d,lH), 8.09(s,lH), 8.50-8.53(d, 1H) , 9.02(s,lH), 9.28(s,lH), 10.27(s,lH) 



<9i> -^Alofl 1 

<92> N-(5-(4-l-SS.^^^l2i^oH ±)-2-v\] ^ )-4-(3-s| e) H )-2-2} ^ ^-0}^ 

lg(2.33mmol)^§: EflE^l-olES.^-^- 20ra^l ^91 360/^(4.66mmol )^§- ^7>*>jl 30^- 

# iEtil-^l-^cf. o^H N-Dll^^£3il5)l^ 434^(3.49mmol)^r 7}^}JL 12*]Zt%-<£ s^a] ^1 
^ <^4*H ^°-*!# -^^lS^. 1>-§-#°fl « tSSlf : ^1 ^#=3 : l(v/v)t -g-#*|] 

S3!] 3*11 s^-1-^ ^ )-N-[4-oll 13 -3-(4-(2l ^ ^-3-^ )3il e) n] ^-2-^ ) 0 V D 1 ^ ] j= 
0.71g«- ^^t^-. 
<93> R f = 0.41(#S^S-§-:*j]El^-= 1:1) 

<94> 1 H-NMR(DMSO-d 6 )= 1.73-1.76(m,2H) , 2.31(s,3H), 2.33(s,3H), 2.61-2.70 (m,8H), 

3.69(ls,2H), 7.08(d,lH), 7.36-7. 56(m, 7H) , 7.93-7.97(d,2H) , 8.29 (s,lH), 8.58-8.76(m,3H) , 
9.37(s,lH), 10.17(s,lH) 



<95> ^ 2 
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< 96 > 4-(4-^l !i JlJE.^ 311 3**1-1-^ «H m )-N-[4-^l ^-3-(4-(5il &1 ^-3-^)2]^ *1 )o>d] i^l 

^]Hfl^ol-ul^ 250mg(0.429mmol)-|- ^^r# lOin^^l ^<?i ^ ^llHi-g-^ 64/^(0. 984mmol )-§- 

li JLE-S) ifl oil ^ )-N- [4-^1 ^-3-(4-( 3i) &) ^-3-^ )^ nl ^-2-^ ) o}v] ^ ] feo}*] £L 

230mg^r <£%k}. 

<97> R f = 0.2(^1^^1 WS-^^L^M^^Wo'SS-^o}^ -g-^ = 150:10:1) 

<98> mp = 166-168 °C 

<99> lH-NMR(DMS0-d 6 )= 2.12(br,2H), 2.58(s,3H), 2.65(s,3H), 2.80(s,3H), 3.37(m,4H), 

3.62(m,4H), 4.33(s,2H), 7.05(d,lH), 7.16(s,3H), 7.41-7.43(d,2H) , 7.67-7.79(m,3H) , 
8.15(d,lH), 8.49(d,lH), 8.64(d,lH), 8.91(s,lH) 

<ioo> -*j-*Hl 3 

<101> N-[5-(4-#S.S.^ ^ BflS^^nl ^)-2-olll3ll ^ ]-4-(3-s) 5] H )-2-&\ B) *] 

lg(2.33mmol)-§- EllHsfsf^HS^^ 20m^l ^Hal 360^!(4.66mmol )* ^7>tb ^ 30^- 

# <^7H1 l-o>nl^-4-nll^5El3Ell2}^l 418M(3.49mmol)^: 7>*>31 12^1 ^-if- 

aflS. ^ ^ ^^nf^ZLEfliqi- * ^HH^laL T^nH^ofl^e.^ ^S^H 4-(4-^l^ 

2] 311 e^-l-^ <>H ^Dfl ^ )-N-[4-^ll l-3-(4-(3tl el ^-3-^ )5Xl 5] °1 ^-2- ID ^ }*1 2n3tfl ^ ] afl^ol-Dl = 
880mg# ££4. 
<i02> Rf = o.40(-i-S5.i#:*im* = l:i) 
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<103> 1H-NMR(CDC1 3 )= 2.31(d,6H), 7.48(br,8H), 3.54(s,2H), 7.06-7.42(m,8H) , 

7.79-7.83(d,2H), 8.07(s,lH), 8.46-8.68(m,4H) , 9.20(m,lH) 



<104> ^3 A] oj] 4 

<105> 4-(4-nfl fJ 5i| 3)1 -i-^c>d1 i^ofl ig )-N- [4-^1 ^-3-(4-(^l e] ^-3-^)3)^ *1 )°H ic 

3H^]^So>d]= 95mg(0.187mmol)^r °fllMr 8m£<>fi ^r°l Jl °11fHi-g-^ 24/^(0.347mmol )# ^7> 

^ «q ail B|-^l-l-^o>nl ^nfl ^ )-N-[4-^l ^-3-(4-(3l ^-3-^ )^ £) *1 ^-2-^ 2t*H ^ ] ^o>p1 
— *im^^><3 80mg^ £534. 
<ioe> R f = 0.2(^11^^1 #S.^ol^:pH^:25%^-aqo>^ -§-on = 150:10:1) 

<i07> mp = 144- 146 °C 

<108> 1H-NMR(D 2 0)= 1.79(s,3H), 2.67(s,3H), 2.78-2.81(m,8H) , 3.22(s,3H), 3.67(s,2H), 

6.62(d,lH), 6.75-6.81(m,2H), 7. 18-7.22(m,3H) , 7.36-7.40(d,2H) , 7.74(s,lH), 
7.86-7.89(d,lH), 8. 15-8. 18(d,2H) , 8.60(s,lH) 



<109> 7ll^o)l 3 

<no> N-(4-nll^-3-MSS.3ll^)-4-(3-^5l^)-2-sle|clcl-o>Tnl 34g(0. llmol)* € #3.e}-°lJ= 

^^ol^eflole 12 4. 5g(0.55mo 1)^ ^*fl ^o^^o]^ ofl^r-i-s] ^-g-ofl 300mA(10/l, 
v/vH ^-^1 ^ ^rfl-^V^ 26*1 ^Igcf. ^^05. ^^M?! * 10% <g^> ^-g-°»^^ 
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4|aj*Kn. ^Aifi jp. ^ a.s.p>snHfl5q(#s.s.i#/^lf3:#=9/i > v/v)* ^<8*M N-(3-<>} 

D ]^_4_ Dll ^ 5 , 1 ^)_4_ (3 _ 5 x]^^)-2-3rl^nlci-^ 32g^§- <£&^-. 
<m> R f = 0.48(^l€€l-se}olc :ofl^;#=9:l) 

<112> 1 H-NMR(DMSO-d 6 )= 2.20(s,3H), 4.81(s,2H), 6.81-6.94(m,2H) , 7.08(s,lH), 

7.40-7.43(d,lH), 7. 54-7. 61 (m, 1H) , 8.48-8.55(m,2H) , 8.71-8.76(m, 1H) , 9.33-9.40 (d.lH) 
<H3> #*M-^£- cj-g-a}- *\]^}<%^. 

<H4> 5j7j] 3.1 

<H5> 90g(0.592mol)^§- ^llbl: 250m4<H| -g-«fl^l?l 65% ^ ^-g-<^ 

59g(0.592mol)«- 7}ffr%t±. ^-^^r-g-ol f^qs]^ 50%^. -g-sfl^ ^ o];o>inj j= 74. 6g* 7>S> 

£i=h ^ ^^#^r 24^1^^ Hl-g-Al^cf. o°CS ^z^Alfl cf^- c^^ji ^ofl^ 

^lEflss. ^s}o} 4-^l^-3-MBS.5]l^-^o>u|^ i4o|HeflolH 93g» ^^cf. 

<116> R f = 0.1(^1€€ B. :v\]Q-i::25% < £S-^\°}^r -§-^ = 150:10:1) 

<117> 1 H-NMR(DMS0-d 6 )= 2.50(s,3H), 7.48-7.56(m,2H) , 7.86(s,lH), 8.11-8.15 (d,2H) 

<118> cj^] 3.2 

<ii9> nfl^oVnlic-i-O-jq El i)-2-ll|-l-& 20g(0.11mol), 4-^1 ^-3-^HS.2ll ^-^H 

^ M-^lBeflolH 32g(0.12mol), ^ ^r^>S)-M-H# 6.8g(0. 17mol )-§- <>1 ^5.5.^:^1 -§-Sfl*lfl 

28^1^01- $^>^ tiV-g-Al^Cf. l>-2-OJj o. Q . cs ^Z^Al^l Cf-g- ^uZH5>ul ± = , # 

* ^m^-s. Afla^ 4* £2^1^ N-(4-^l^-3-^S^sll 1 d)-4-(3-s]E]^)-2-3l^nlcl-ol-°l 
32g^ 

<120> Rf = o.76 (^m^l #SHl-°lJE.:^m#= 9:1) 
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<121> 1 H-NMR(DMS0-d 6 )= 2.43(s,3H), 7.44-7.47(d, 1H) , 7.61-7.63(d,2H) , 7.89-7.94(d,lH) , 

8.55-8.59(d,lH), 8.69-8.71(d, 1H) , 8.77-8. 79(m, 1H) , 8.86(s,lH), 9.41(s,lH) 



<122> ^]2i<4 4 

<123> N _(3_o]-plv I --4_T 3 fl^5il^)-4-(3-3qel^)-2-2]s]DlTa-o>T ? l llg(39.8mmol)-§; tflE^MH 

S.^^ lOOmH ±r9l ^ B2]il4 D J 8.3in^(59.5mmol)l- 7>tV cf-g- 30^- # S^S^. 4-# 
ifflS^ #^2^ol= 2.03g(10.78mmol)^§: 7>*>J1 2^1 ^<?> 3H?-*H ^-§-^1^^-. ^4 

N-(5-(4-#S.S.°l)^^l2: < a^>ol^)-4-^^3Jll^)-4-(3-5qel 1 i)-2-3i]elDlTa 5.3g^g- 

<i24> Rf = 0.86(°fl^^l #5.^1 = : ^^=9:1) 

<125> lH-NMR(DMSO-d 6 )= 2.23(s,3H), 4.89(s,2H), 7.23-7.27(d, 1H) , 7.52-7.66 (m,5H), 

8.02-8.08(m,3H), 8.57-8.65(m,lH), 8.75-8.77(d,lH) , 9.40(s,lH), 9.83(s,lH), 9.99(s,lH) 



<126> X\ afl 5 

<127> N-(5-(4-fSS°ll ^ o}u] )-4_njl ^5)1 ^ )-4-(3-s) e) ^ )-2-3£) ^ o] ^-o>^ 

1.5g(3.49mmol)^- 3lB5^H 30m«^l 560^(6.98mmol ^7>t!: ^ 30 

H^S^c}. <*|7H1 N-^l^JLfi^]^^ 660/^(5.23mmol)* 7\?>\JL 12Al#-§-<£ SBtt}" 
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<128> R f = 0.12(#S.S.X#:^1^ = 1:1) 

<129> 1 H-NMR(DMS0-d 6 )= 1.98-2.03(m,2H), 2.33(s,3H), 2.47-2.99(m,8H) , 3.15 (s,3H), 

4.27(s,2H), 7.16-7.19(m,3H), 7.23-7.26(d,lH), 7.41-7.53(m,4H) , 7.79-7.89(m,3H) , 
8.44-8.53(m,2H), 8.70-8.72(d,lH), 9.27(s,lH) 



<130> 6 

<i3i> 4-(4-*)l !i 3^1 ^-1-^ nfl ^ )-N-[2-*fl €-5-(4-(^l e| ^-3-^ )sl eM ^-2-<H ) °}*) i^l 

^_m^o}u)B_ 1.2g(2.29mmol)-i- 18m«^ *H^^V 149^(2.29mmol ^7>tb 

s\] Bj-^-l-sj v\] ifj )-N- [2-pfl ^-5-(4-( 2) si _ 3 _<y )^ e) n] tl-2-^ ) ^sfl ^ ] «fl ^c}xj] = 

iM^'S i.03 g * <2&^-. 

<132> Rf = 0.2(^1^^1 #S.Hl-olH.:cim#:25% < a-aMc.>^ -g-^j = 150:10:1) 

<133> mp = 168-170 Q C 

<134> 1 H-NMR(D 2 0)= 2.14(m,2H), 2.67(d,6H), 2.88(s,3H), 3.23-3.51(m,8H) , 3.70 (s,2H), 

7.25-7.34(m,3H), 7.46(s,lH), 7.57-7.90(m,6H) , 8.70-8.74(m,lH), 8.98-9.01(m,lH), 
9.24(s,lH) 



<135> ^aH1 7 
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<136> N-(5-(4-fSii ^ «312:^ °W ic)-4-Ti|| ^sfl ^ )-4-(3-3t| ^ )-2-s) v) x£-o}v] 

1.5g(3.49mmol)-|: 3lH5^>ol c s^ff* 30mH ^f°lJl 560/^(6.98mmol ^7}^ 30 

-g-# iH t}. o}7Hl l-o>nl^-4-Dfl^^2llEl-^l 580/^(5.23mmol)* 7V*>J1 12^1^0]. ^ 

= ^ <*WH c^oji^ %.^x\%t±. ajr-g-l-^- t^iHl^Hig. ^^^H 4-(4-^l 

^-1-^ ^1 € )-N-[2-^il l-5-(4-(s] ci-3-^ E] ol ^ -2-<Q. )<>>*1 i^l ^ ] 
^ 1.7g* ^£4. 

<137> Rf = 0.39(#SS^#: ^1^=1:1) 

<138> lH-NMR(DMS0-d 6 )= 2.22(d,6H), 2.53(m,8H) , 3.42(s,2H), 7.21-7.26(m,lH), 

7.46-7.64(m,7H), 7.98-8.02(d,2H) , 8.57-8.63(m,3H) , 8.73-8.75(d, 1H) , 9.39 (s.lH), 
9.82-9.92(d,lH) 



<139> ^ aHI 8 

<140> 4-(4-«H ^ s\] -i-<£o}u] ±v§ l)-N-[2-nfl ^-5-(4-( ^ ^ ^-3-^)2) A D l Q-2-<£)°\v) in 

3?)1^]h]1^o1.o1c 1.7g(3.42mmol)-§: ^1 25m^l Jl uflEj-^^^V 222/^(3 .42mmol 

^ I8^m^^r ^-gr^H «>-§-^^4. A 8 A 3Q -31*11-1- ^^-tb ^ ^^.o.^. ^13*M 4-(4- 
nfl ^2] 2fl e^-l-H i^Dfl ^ )-N-[2-*fl ^-5-(4-(s1 el ^-3-^ )^ el *1 ^-2-^ )o}n) ^) ^ ] ^^o|. 
nl£L ^BHt^V<* 1.43g# <2524. 

<141> R f = 0.17(°fl^^l ms.Q°] = :»!] 1 !3-§-:25% < y-2.4 <5 Hr -§-^ = 150:10:1) 

<W2> mp = 150- 152 °C 
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1 H-NMR(D 2 0)= 2.12(s,3H), 2.66(d,6H), 2.92(s,3H), 3.59(m,8H), 4.46 (s,2H), 
7.16-7.27(m,2H), 7.33-7.35(d, 1H) , 7.43(s,lH), 7.50-7.62(d,2H) , 7.89-8.03(m,3H) , 
8.33-8.36(d,lH), 8.72-8.75(d, 1H) , 8.98-9.02(d, 1H) , 9.23(s,lH) 



<144> Z\]2lG\] 5 

<145> N _( 4 _u|E S . 2l )^)_4_(3-Tl) & ] 1 g)_2-3l)^Pl^-0>nl^- #^-#^5. A}-g-^ *H^*}J! 

±± *\}^] 1^ -R-a>*>t11 ^r*3*>^ N-(4-^nl^3i)]^)-4-(3-2l&l 1 i)-2-5il^ol^-o>^l 7.1g-§- <g 
<i46> R f = o.5 (tSSlf : nfl 9 : i) 

<147> 1 H-NMR(DMS0-d 6 )= 4.84(s,2H), 6.55-6.59(d,2H) , 7.34-7.41(t ,3H) , 7. 54-7. 61 (m, 1H) , 

8.44-8.50(m,2H), 8.70-8.73(m,lH), 9.27-9.31(m,2H) 
<148> ^Tfl 5.1 

<149> 30g(0.22mol)4 ^oVo}*] J= 50%) 27.4g(0.33mol )■§- °l-§-^l 

1^ ^-Tjl 1.25f ^}a>}7)} ^«8*H 4-^HS3f|]^-^-o>^^ qneflolH 29. lg* 
<150> R f = o.l (t^l^^l #S.e^-o] c : x>\] : 25% ^5.^ o]-^-g-<3lj= 150: 10:1) 

<151> lH-NMR(DMS0-d 6 )= 7.46-7.50(d,2H) , 7.90(br,4H), 8.28-8.32(d,2H) 

<152> g^] 5 2 

<153> HBSSfl^-^oW^ 20g(0.08mol)^- 3-^ t>fl^o>o] ^-l-(3-2l ^ ^)-2-^S 

31-1-8: 11.75g(0.06mol)-8: o)-g-^j7 \B\ 1.3^ -^A^Tfl ^«8*H N-(4-MH5.s|l 

"d)-4-(3-z\?)T£)-2-3]£\v}&-c>}^ 9.38g* ' 
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<154> Rf = o.7 (#SSS#:^l^-ir= 9 : 1) 

<155> lH-NMR(DMSO-d 6 )= 7.59-7.62(m,lH), 7.72(d,lH), 8.07-8. 12(d,2H) , 8.24-8.28(d,2H) , 

8.54-8.58(m,lH), 8.73-8.77(m,2H) , 9.38(s,lH), 10.62(s,lH) 



<156> A2^<J\ 6 

<157> ^l^o^l 2^1- -6-A].^>7ll 4-(SSS^)te^#.S.e)-°l:E. 10g(53mmol)» °l-g-*H N-(4-(4- 

#S.S.^l^w1!2:^o>nlt)2)l^)-4-(3-^el^)-2-^5lDlc i - C ,^ 13. 2g* <2&^. 
<158> R f = 0.6 (tSSIf : A <=M-= 9 : 1) 

<159> 1 H-NMR(DMSO-d 6 )= 4.88(s,2H), 7.45-7.51(m,3H) , 7.55-7.64(m,lH) , 7.71-7.73(m,4H) , 

7.85-7.89(m,2H), 8.43-8.55(m,2H) , 8.71(d,lH), 9.30(s,lH), 9.71 (s.lH), 10.03(s,lH) 



<160> X\ <jj Q 

<161> laj. -^-A>s>7fl 1-^1 3^|^ 3 . 45g(30 . 2mmol )■§■ ^l-g-^V^ 4-(4-*H 1 HJl3.:31 

^l^-l-^^l^)-N-[4-(4-(^Hl^-3- < y)3il^Dl 1 a-2-^)^ D l^l 1 d]^^ 0 >°l^ 3.7g^r <£9X^. 
<162> Rf = o.4 (tSSIf : ^-§-= 1 : 1) 

<163> lH-NMR(DMSO-d 6 )= 1.69-1.74(m,2H), 2.24(s,3H), 2.45-2.67(m,8H) , 3.67 (s,2H), 

7.43-7.50(m,3H), 7.56-7.63(m,lH), 7.74-7.77(m,4H) , 7.89-7.93(m,2H) , 8.49-8.61(m,2H) , 
8.73(d,lH), 9.34(s,lH), 9.76(s,lH), 10.16(s,lH) 

<164> ^jAHl IQ 
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<165> 2St\- -frA>*>7fl ^l^^^l" 0.58g(6mmol)^r °l-g-«H 4-(4-nfl sfle^-l-ll 

^l^)-N-[4-(4-(^^^-3-^)3il^D]c i -2-^)o> D li 1 5)l^]^ls<i>pl^. DflEj^^^ l.47g-i: 

<166> R f = 0.2 Hfi38 #SHf o] c : nfl It-a- : 25%^^ oK^-g-^H 150:10:1) 

<i67> mp = 152-154 *C 

<168> lH-NMR(D 2 0)= 1.69(m,2H), 2.67(s,3H), 2.81(s,3H), 3.05(m,2H) , 3.28-3.44 (m,6H), 

3.96(s,2H), 6.93-6.96(m,lH), 7. 16-7.38(m,7H) , 7.60-7.64(m,2H) , 8.11-8. 13(m,2H) , 
8.40(m,lH), 8.70(s,lH) 



<169> Tj^oj] 7 

<170> ^efl luTj. o-A>s:>7fl N-(3-MHS^l^)-4-(3-^^ 1 S)-2-s)elul i a-ol-^l 24g(0.08mol)# 

°l-8-*H N-(3-^Hii5ll^)-4-(3-5le1 1 g)-2-3r]ElPlci-o>nl 15. 5g^ ^Sicf. 
<i7i> R f = 0.5 (#3.3.3L-g-:*im#= 9 : 1) 

<172> 1 H-NMR(DMS0-d 6 )= 5.03(s,2H), 6.22-6.23(m,lH), 6.89-6.96(m,2H) , 7.08 (s.lH), 

7.45(d,lH), 7.55-7.62(m,lH), 8.49-8.58(m,2H) , 8.72-8.74(m,lH), 9.34 (s.lH), 9.47(s,lH) 

<173> 7.1 

<i?4> cj-Tii 1>2 <4 -B-a>*>t11 3-MHS.o>^^ 42g(0.3mol)^ #^1 50% -§-*fl^ a]o]-o> 

50%) 38.4g(0.46moD* °l-g-*H 3-MBS.3|]^-^-o>iJ|ci l]e e |o|e 33. 4g* <£&^. 
<175> R f = o.l MM 3] #S.^ol= :cllEl-^ : :25% < a-2.^o>^^-on= 150:10:1) 

<176> 1 H-NMR(DMS0-d 6 )= 7.75-7.81(m,5H), 8. 14-8. 17(d,2H) 
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<177> £A 7.2 

<i?8> afls<*fl 19\ cf^l 1.32}- -fKl-SMl 3-MBS3J)l^-^}u|ci u|HeflolH 28g (0.12mol)^ 3- 

^Dfl^o>nl^-i-(3-^s]^)-2-HS€-l-^r 16.9g(0.09mol)-§- °l-§-*H 
U<2-^^n^)-A-(3-A^)-2-^v]^-°\™A 18. 4g* <^^i=f. 

<i?9> R f = 0.7 (tS£lf:i!}t= 9 : 1) 

<180> lH-NMR(DMS0-d 6 )= 7.58-7.67(m,3H), 7.82-7.87(m, 1H) , 8.08-8. 12(m, 1H) , 

8.56-8.60(m,lH), 8.71-8.78(m,2H) , 9.11(s,lH), 9.42-9.43(d, 1H) , 10.38(s,lH) 



<181> 7]}^} 8 

<182> 2$\ -B-a>^>t1] 4-(#5.S.*fl 1 i)fe<ia-I-S&MJEL 10g(53mmol)l- °l-g-^}<*l N-[3-(4- 

#SS^1^^2:<aoH^)5ll 1 d]-4-(3-2lel^)-2-2]^nl^-o>^l 15.34g* <£<£A . 
<183> R f = o.6 (mS.S-£-W ■ tfMSr= 9 : 1) 

<184> 1 H-NMR(DMS0-d 6 )= 4.88(s,2H), 7.33(br,2H), 7.53-7.64(m,5H) , 7.99-8.03 (d,2H), 

8.48(s,lH), 8.62-8.75(m,2H), 9.40(s,lH), 9.85(s,lH), 10.32(s,lH) 



<185> -£l*H1 11 

<i86> 14 -^-A>^>7fl 1-Dfl^s2.5i]2flal-^1 1 . 08g(9 . 5mmol °l-§-*H 4-(4-^l^S£3) tift 

^-l-^^l^)- N -[ 3 _(4-(3i]^^-3-o^ ) ^^ nl ^_2-o^ ) oVinl^l^]Bfl^o>nlc 2 .8g* <3&3-. 
<187> Rf = 0.4 (fSSIf : *\M-ir= 1 : 1) 
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1 H-NMR(DMS0-d 6 )= 1.73-1.75(m,2H) , 2.15(s,3H), 2.51-2.69(m,8H) , 3.69(s,2H), 
7.31(s,2H), 7.46-7.61(m,6H), 7.93-7.96(d,2H) , 8.46(s,lH), 8.66-8.75(m,2H) , 9.40 (s.lH), 
9.82(s,lH), 10.24(s,lH) 



<189> ^3aH1 12 

<190> ^A]ofl 2^ -R-^Til "11^^ 0.24g(2.5mmol)# <>l-g-SH 4-U-r^S.S.s\^i^-l- 

^^l€)-N-[3-(4-(3)el^-3- < a)3ile)Dl^-2-^)oHi Q 3j|l^]^|^o>Dlc nfl^^A}-^ 0.78g^r <2 

<191> R f = o.2 (*flH3! #S.^ol^:DH^:25% < a-S-M^-g- < ^ = 150:10:1) 

<192> mp = 206-208 °C 

<193> lH-NMR(D 2 0)= 2.15-2.17(m,2H), 2.62(s,3H), 2.82(s,3H), 3.41-3.65(m,8H), 4.40(s,2H), 

7.12-7.15(m,lH), 7. 17-7.29(m,3H) , 7.51-7.54(m,2H) , 7.78-7.93 (m,4H), 8.30-8.33(m, 1H) , 
8.53(s.lH), 9.03(s,lH), 9.21(s,lH) 



<194> ^Alofl 13 

<195> ^A]ofl 33}- -H-A>S>7fl l-o>nl;t-4-pll 13^3)1^ lg(8.7mmol)^r °l-g-*H 

^-l-^^l^^l^)-N-[3-(4-(^^^-3-^)^^nlia-2-^)o>nl^l^]^S^lc i. 7g # 
A. 

<i96> Rf = o.4 (tS£I§ : ^m#= 1 : 1) 
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1 H-NMR(DMS0-d 6 )= 2.16(s,3H), 2.37-2.39(m,8H) , 3.54(s,2H), 7.31(m,2H), 

7.44-7.54(m,6H), 7.92-7.96(m,2H) , 8.45(br,lH), 8.61-8.74(m,3H) , 9.36(s,lH), 9.81 (s,lH), 
10.23(s,lH) 



<198> X\ op 14 

<199> ^-A>§>7fl pflll^^.A> 48mg(0.5mmol)# °1 -§-*!■ <*} 4- (4-^^31) 2)1^-1-^ °M 

^^l^)_ N _[3_( 4 _( 2 ]^ ia _3_o^ ) 3q e ) n jc 1 _2-o^ ) o> D ] il 3il^]^l^ol-nl^ ^^^^ 0.23g* <2 

<200> R f = 0.2 (nflU^ l-S^ojc :PHE]-^-:25%oj-2.qo>^-g-6B= 150:10:1) 

<20i> mp=148-150°C 

<202> lH-NMR(D 2 0)= 2.68(s,3H), 2.89(s,3H), 3.42-3.51(m,8H) , 4.36(s,2H), 7.10 (m,2H), 

7.32-7.38(m,3H), 7.54-7.57(d,2H), 7.86-7.93(m,3H) , 8.00-8.08(m, 1H) , 8.46 (d.lH), 
8.75(d,lH), 9.07(d,lH), 9.32(s,lH) 



<203> 2\]2l<*\] 9 

<204> ^£of 154 -fi-/.}S}7fl N-(2-^l^-4-^SS.3ll^)-4-(3-^&l 1 i)-2-^e1nl^-o]-^] 

23g(0.075mol)^g- ^l-g-§>^ N-(2-^M-4-*}v]±^)-4-(3-^^ll)-2-^^v)Q-<>}^ 21g^r 



<205> 



Rf = 0.5 (#SS5L# : *flEM;= 9 : 1) 
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<206> iH-NMR(DMSO-d 6 )= 2.08(s,3H), 4.97(s,2H), 6.40-6.46(m,2H) , 7.01(d,lH), 7.29(d,lH), 

7.53-7.56(m,lH), 8.37-8.42(m,2H) , 8.65-8.70(m,2H) , 9.21(s,lH) 
<207> cj^fl 91 

<208> ^12:^1 1^ #7fl 1.25+ -H-A>e>^l 2-n||l-HBS«}ld?l 90g(0 . 59mol )4 ^l^H^-d" 

50%) 74.6g(0.88mol)* °l-g-*H 2-^M-4-^\^S.^M-^-o\^\^l 95g-& <£&t+. 

<209> R f = o.l HM^ #S.s]-ol^.:Pl]E]-^-:25%^-S.M 0 >^r-§- < ^ = 150:10:1) 

<2io> lH-NMR(DMS0-d 6 )= 2.43(s,3H), 7.43-7.55(m,2H) , 7.77(s,lH), 8.21-8.25 (d,2H) 

<2n> ^] 9.2 

<2i2> afls^l 1^1 #31 1.3^ -B-^H1 2-^ll-4-^BS3ll^- J p-o>q i a MBelMB 

26.3(0. lmol)4 3-^ofll|o}Dl^-i-(3-^s^)-2-HS^-l-^ 15g(0.08mol )■£■ °l-g-«H N-(2- 
nfl^-qHS.sil^M-O-^el'a^-^elnm-oV^l I5g# £53^. 

<2i3> Rf = o.7 (#SS5L# : x>lllh§:= 9 : 1) 

<214> 1 H-NMR(DMS0-d 6 )= 2.44(s,3H), 7.58-7.66(m,2H) , 8. 16-8. 19(m,3H) , 8.48 (d.lH), 

8.65-8.74(m,2H), 9.31-9.32(m,2H) 



<215> x\]2i<4 10 

<2ie> ^ofl 2 s+ -R-A>*>7fl 4-(#5.S^l^)»31S^#5.e}ol^ 10g(0.053mol)* °l-8-*H 

N-(4-(4-#S.5.ofl ^ ^ls < a^>nl ^)- 2 -nfl ^5)1 ^ )-4-(3-^ 3 U)-2-:sl e] *1 ia-o}nl 7g* <2 ^ r+ . 
<2i7> Rf = o.6 (#5.S3L# : ^1^-*= 9 : 1) 
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<2i8> lH-NMR(DMS0-d 6 )= 2.44(s,3H), 5.04(s,2H), 7.58-7.86(m,7H) , 8.15(d,2H), 8.57(d,lH), 

8.61(d,lH), 8.69(d,lH), 8.88(s,lH), 9.43(s,lH), 10.43(s,lH) 



<219> ^Alofl 15 

<220> ^ofl is)- ^-A>s>7fl l-^MJLS-sNe}-;*} lg(9.5mmol)^§: °l-g-*H 4-(4-*fl*g 

?\-l-<Q nfl )-N-[3-ofl fi -4-(4-(*| 5} )3l ^ n] ^-2-<H )<>M ^*fl ^ ] te^l = 2 .31g* <S 

<22i> R f = 0.4 (W:£-£-SLW : «fl^= 1 : 1) 

<222> lH-NMR(DMS0-d 6 )= 1.81-1.84(ra,2H), 2.25(s,3H), 2.45(s,3H), 2.67-2.84 (m,8H), 

3.71(s,2H), 7.40-7.92(m,7H), 7.93-7.96(d,2H) , 8.48-8.51(m,2H) f 8.69 (d.lH), 8.98(s,lH), 
9.25(s,lH), 10.19(s,lH) 



<223> 16 

<224> ^ofl 2 <4 -H-A>*>7fl Dfl^^ 0.24g(2.5mmol)^- °l-g-*}<^ 4-(4-1ii£3j4^-l- 

°4 ^ )-N-[3-^| H -4-(4-(S? ^-3-^ )3£) v] ^-2-<a )oVp] ] ^o}v) EL ufl ^-g-^ 

0.63g^g- £&th 

<225> Rf = o.2 (nfl^^l #S.Bl-^ = :^l^:25%^-2-q^-g-^= 150:10:1) 

<226> mp = 166- 168 °C 
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<227> !H-NMR(D20)= 1.97(s,3H), 2. 10-2. 17(m,2H) , 2.68(s,3H), 2.79(s,3H), 2.95 (m,2H), 

3.17(m,2H), 3.33-3.38(m,4H), 3.86(s,2H), 6.85(d,lH), 7. 10(m,2H) , 7.23 -7.32(m,4H), 
7.55(d,2H), 8.03-8.06(m,2H), 8.37(d,lH), 8.63(s,lH) 



<228> ^Al<^1 17 

<229> 34 -fj-A}s>7fl l-o>Dl^-4-pfl^3i)3ill5|-^l lg(9mmol)^8: 

4-(4-*H ^3) 5)1 5^1 -i-<|] o}nl ^) ^ )-N-[3-nfl l-4-(4-(3| e| ^-3-^)43 n] ^-2-U ^ ] 

wH^ol-n]= 1.2g# <£3XA. 
<230> R f = 0.4 (tSilf : *fl^= 1 : 1) 

<23i> lH-NMR(DMS0-d 6 )= 2.15(s,3H), 2.25(s,3H), 2.36(m,8H), 3.53(s,2H), 7.40-7.68(m,7H) , 

7.91-7.95(m,3H), 8.39-8.60(m,2H) , 8.69-8.71(m,lH), 8.98(s,lH), 9.26(s,lH), 10.18(s,lH) 



<232> X\ ofl 18 

<233> ^X}6\] 44 -fr^Tfl nfl^^ 48mg(0. 5mmol )-§■ <>l-g-*H 4-(4-^1^4 511^-1-^ o>n] 

H )-N-[3-^l ^-4-(4-(4 s) ^-3-^ )s| e] *1 ^-2-^ ^1 ^ ] ^^o>^l S *fl !Hi€-^ 
0.17g# 

<234> Rf = o.2 #S.eJ-ol= :nfl^:25%^-aqo>^-§-^= 150:10:1) 

<235> mp = 172- 174 °C 
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<236> 1H-NMR(D 2 0)= 1.19(s,3H), 2.65(s,3H), 2.67(s,3H), 2.85-2.88(m,4H) , 3.01- 3.11(m,4H), 

3.45(s,2H), 6.77(d,lH), 6.98-7.27(m,6H) , 7.43(d,2H), 7.95(m,lH), 7.99(d,lH), 
8.21-8.24(m,lH), 8.54(s,lH) 



<237> $)2i°\] 11 

<238> 42^°\] 14 -^-A>s:>7ll N-(2-^l^-Al-5-qE S .^)^)-4_(3_3]s]^)-2-2]^Plia-6>^l 

22g(0.068moO* °l-§-*H N-(2-ofl^-Al-5-°M tjj ^)-4-(3-^ B] <S)-2-2] e] *1 ^-<s>n] 10g -g- <g 

<239> Rf =0.5 (tSSSf : ^1^= 9 : 1) 

<240> iH-NMR(DMSO-d 6 )= 3.74(s,3H), 4.75(s,2H), 6. 24-6. 28 (m, 1H) , 6.75-6.80 (m.lH), 

7.48-7.60(m,3H), 8.01(s,lH), 8.50-8.58(m,2H) , 8.72-8.74(m, 1H) , 9.34 (s.lH) 
<24i> y^A H.l 

<242> afl^ofl is] c^l 1.2^- -B-^>^1 2-°fl ^] -5-^ ES<>}^ € 90g ( 0 . 535mo 1 ) 4 ^oVo}^^ 

# 50%) 67.5g(0.803mol)* °l-g-*H. 2-^1^1 -5-^ HS.^^-^-6>u|cj qE^HH 74g-g- 

<243> R f = o.l (Dfl^^l #S.el-olc :D jl^--§.:25ft^-S.qol-^-8.cai= 150:10:1) 

<244> 1 H-NMR ( DMS0~d6 ) = 3.97(s,3H), 7.35-7.45(m,4H) , 8.13(m,lH), 8.24-8.30 (m.lH) 

<245> C^Tj] 11,2 
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<246> i^) cfTjl 1.3:4 -a-A>^>7fl 2-*D -5-M IS sfl ^-^M ^ MHeMS 

31g(0.113mol)4 3-^^fl^o>Dl^-l-(3-2]al^)-2-^S.^-l-^ 20g(0. 113mol )* 0 l-§-«><^ N-(2- 
tifl^.Al-5-qE S .^l^)-4-( 3 -^5l^)_2-^s|nlTa-o>^l 23g^- <*524. 

<247> R f = 0.7 (tSiif : *D3-fr = 9:1) 

<248> iH-NMR(DMSO-d 6 )= 4.03(s,3H), 5.25(s,lH), 7.24(d,lH), 7.29(d,lH), 7.55-7.67(m,3H) , 

7.94-8.00(m,lH), 8.54(m, 1H) , 8.58-8.76(m,lH) , 9.38(s,lH) 

<249> /Hla^l 12 

<250> 24 4-(#=LS.^l^)^l2:^#5.^olc 4.6g(0.053mol)» °l-g-«H 

N-[5-(4-«S^l^«3S < a6>ol^)-2-Dlls.Al-^l^]-4-(3-sl&lTi)-2-3ilelPli=i -o}*l 4.4g# £53 

<25i> R f = 0.6 (tSSlf : = 9:1) 

<252> iH-NMR(DMSO-d 6 )= 3.87(s,3H), 4.87(s,2H), 7.07(d,lH), 7.36-7.41(m, 1H) , 

7.52-7.63(m,4H), 7.99(d,2H), 8.31(s,lH), 8.58-8.78(m,4H) , 9.39(s,lH), 10.25 (s.lH) 



<253> X\ ofl 19 

<254> ^X\d\] 14 -frAV^Xl l-^lliJLSBlslle}-;*! 1.05m£(8.42mmol)^§- <>l-g-SH 4-(4-^l 1 i JlS.4 

5)1 5^-1-1} v\) ^ )- N _[4_nj)s.Al -3_(4_(s) ^-3-^ )^ *1 ^-2-^ )o>n] i^sfl ^ ] ifflS^l = 1 . lg 

<255> R f = 0.2 (t^ilf : = 1 : 1) 
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1 H-NMR(DMSO-d 6 )= 1.74-1.83(m,2H), 2.30(s,3H), 2.66-2.74(m,8H) , 3.69 (s,2H), 
3.87(s,3H), 7.07(d,lH), 7.35-7.56(m,5H) , 7.94(d,2H), 8.29(s,lH), 8.58-8.76(m,4H) , 
9.38(s,lH), 10.17(s,lH) 



<257> ^3aH1 20 

<258> 2<% -f|-A}*}7fl 0.18g(1.91mmol)^§- °l-§-*H 

0.3g^§; 

<259> R f = 0.5 HIM #S.el-ol^:^AVo11^:Dll^:25% < y-aM 0 > ;: r^- < ^- 60:10: 30:1) 

<260> mp = 140-142 °C 

<26i> lH-NMR(D 2 0)= 2.20(br,2H), 2.66(s,3H), 2.88(s,3H), 3.49(m,8H), 3.71 (s,3H), 

4.42(s,2H), 6.49(s,2H), 6.87-6.89(m,lH) , 7.48-7.52(m,2H) , 7.63-7.67(m,3H) , 
7.88-7.90(m,lH), 8.21(s,lH), 8.45(m,lH), 8.71(m,lH), 8.91(s,lH) 



<262> -^Alofl 21 

<263> .maHI 354- -frA>*>7ll N-[5-(4-#SS^l^^lS^o> n ]^)-2-i I llS-Al-5ll^]-4-(3-2l^^)-2- 

i]e|nl^-o>^ 1.4g(3.14mmol)-2)- 1-^1^-4-^1^^5)1^ 0.94m£ (7.86 mmol)^- ^1 ^-^V°^ 
4-(4-»fl M n sl-^1-1-^ o>p1 ^ ) -N-[4-ofl -3-(4-(5q 51 ^-3-^ )°> D 1 ^ ^ 

]Bjl^ofnl^ 0.12g^- <25M. 

<264> Rf = o.2 (tiSif : = 1 : 1) 
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> 1 H-NMR(DMS0-d 6 )= 2.67(s,3H), 2.85-2.88(m,8H) , 3.66(s,2H), 3.96(s,3H), 

6.89-6.93(d,2H), 7.19(d,lH), 7.34-7.46(m,4H) , 7.85-7.94(m,4H) , 8.54-8.59 (m.lH), 
8.71-8.73(m,lH), 8.91(s,lH), 9.28(s,lH) 



<266> ^aHI 22 

<267> 43} ^>«>7ll nfl^^-a- 0.24g(2.5mmol)^§: ^l-g-^ ^-U-^M^^M^-l-^} 

nl ^ v)] ^ ) -N- [ 4-^1 ^ a] -3- (4- ( 3q ej t=1 -3- ^ ) sf\ e) f 1 ^ -2- ) i^l ^ ] « 2<>}p1 S. ^1 ^"g «9 
0.67g-g: 

<268> R f = o.5 (Bfl^'ffl #Se^o]c :sA>6j)^:Dj)^.^. :2 5%6}.s.qo].^6B= 60 :10: 30:1) 

<269> mp = 142- 144 °C 

<270> lH-NMR(D 2 0)= 2.69(s,3H), 2.93(s,3H), 3.38-3.51(m,8H), 3.62(s,3H), 4.40 (s,2H), 

6.69(br,2H), 7.09-7. 12(m, 1H) , 7.54-7.57(m,2H) , 7.75-7.88(m,3H) , 8.12- 8.14(m,lH), 
8.30(s,lH), 8.61-8.63(m,lH), 8.93-8.96(m,lH) , 9.12(s,lH) 



<27i> ^ISQj] 13 

<272> x|2.ofl is). -fi-A>s»|j N-(4-#^S.-3-qHS.2il 1 d)-4-(3-2l^^)-2-2]el^ig -oj-o] 

22g(0.068mol)* °l-g-*H N-(4~l-^S-3-oH^]^)-4-(3-3i|^^)-2-sl^clcl-o>nl i 4g -g- 

<273> R f = 0.5 (tillf : nflfM: = 9:1) 
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<274> 1 H-NMR(DMS0-d 6 )= 5.12(s,2H), 6.91(d,2H), 7.22(d,lH), 7.43(d,lH), 7.54-7.61(m,lH), 

8.48-8.56(m,2H), 8.70-8.73(m, 1H) , 9.32(s,lH), 9.51(s,lH) 
<27 5> SLJ 13.1 

<276> ^atofl 19] x£$] i 2 $>{ ^\-s\7\] 4-f^S-3-^BSo}^^] 100g(0.64mol)^1- ^^"l 

50%) 80.8g(0.96moD* °l-g-*M 4-1-^-^.5.-3-^ ^-^-o>q ^ MH^Hm 74g^r 

<277> Rf = o.l #^e}oljE.:^)^:25%°JS.Mo>^-g-ow = i 50 :10:1) 

<278> 1 H-NMR(DMS0-d 6 )= 7.64-7.83(m,6H) , 8.06-8. 10 (m, 1H) 

<279> VM1 13.2 

<280> ^ 2:6j| isl 1.33f -S-^Hl 4-#^-.2.3.-3-i-| ESs| ^-^M ^ 

40g(0.153mol)4 3-^ «fl t _i-(3_5i) e| ^ )-2-£S|-l4 27g(0. 153mol )-§: ol-g-SM N-(4- 
BS^l^)-4-(3-3l 5] i )-2-s] 5] cj-o}^ 30g^ <£#t± . 
<28i> R f = 0.7 (tSSIf : ^1^*= 9 : 1) 

<282> lH-NMR(DMS0-d 6 )= 7.23(d,lH), 7.51-7.63(m,3H) , 7.78-7.99(m,lH), 8.52-8.73(m,3H) , 

9.41(s,lH), 10.28(s,lH) 



<283> 14 

<284> ^l^^l 2 <4 -^-A]-§>7fl 4-( 1)^2:^ #5. eMS. 4 . 6g(0 . 053mo 1 )«- °l-g-*M 

N- [3-(4-#3.3.t*H U ^S^o> D ] i^)-4-l-^-^.S--2|l ^ )-4-(3-s] E| H )-2-s] e) n] ^-o}^ 3 . 5g* <2 
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<285> R f = 0.6 ■ 9 : 1) 

<286> iH-NMR(DMS0-d 6 )= 4.48(s,2H), 7.28(br,2H), 7.53-7.65(m,4H) , 8.01(d,2H), 

8.21-8.25(m,lH), 8.61-8.63(ra,2H) , 8.73(d,lH), 9.37(s,lH), 9.91(s,lH), 10.21 (s.lH) 



<287> ^jXHl 23 

<288> ^A]6fl -frA}s}7fl 1-nfl sfl £ 0 . 66g(5 . 77mmol 0 l-§-*M 4-(4-nfl^Sl2.3z| 

=H zm-l-Htfl € )-N-[2-l-^^.S.-5-(4-(3X) e) ^1-3-^)^1 el D l ^-2-^ )o>o] ^ ^ ] feo}-^ = 
1.02g* ^^cf. 

<289> R f = 0.2 (tS^If : *H !!:■§- = 1:1) 

<290> lH-NMR(DMS0-d 6 )= 1.70-1.78(m,2H), 2.26(s,3H), 2.51-2.69(m,8H), 3.69 (s,2H), 

7.27-7.32(m,lH), 7.51-7.68(m,6H) , 7.96-8.00(m,lH) , 8.59-8.75(m,2H) , 9.37(s,lH), 
9.91(s,lH), 10.12(s,lH) 



<29l> 24 

<292> 29\ A^r^^:^: 50mg(0 . 52mmol )* 0 l-g-*}<^ 4-(4-*fl H ±3.s\ 5)1 

°^ ^1 € )-N-[2-ff-iS-5-(4-(3l el ^-3-°^ )A e) °1 ^-2-H ) i^l ^ ] feo>*] = nfl ^Hi 
0.21g* 

<293> Rf = o.5 (oll^^l #S.eJ-o]-B:^^l^:^l^:-i::25% < a-S.^o>^^-oB = 60 :io: 30:1) 

<294> mp = 125-127 °C 
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1020030028669 #^ 2004/4/7 

1 H-NMR(D 2 0)= 1.91(m,2H), 2.67(s,3H), 2.76(s,3H), 2.97(m,4H), 3.28 (m,4H), 
3.69(s,2H), 6.55-6.64(m,3H), 6.81-6.85(m,lH), 7.18-7.23(d,2H), 7.41-7.46(d,2H) , 
7.61(m,lH), 7.72-7.75(m,2H), 7.91(m,lH), 8.31(s,lH) 



<296> ^aHI 25 

<297> ^}o\] is}- -B-A}S>7ll 1-^1 €^ 5)1 0.58g(5.77mmol)^- N-[4~I-^-.2.3.-3-(4-#3.S.*l| 

^«flS^^li^)-3ll^]-4-(3-3ilel^)-2-3ile|n]^-<i> 1? l lg(2.31mmol)-i: °l-g-*H 4-(4-^1^^5fl 
e^-l-^ nfl ^ )-N-[2-l-^S.-5-(4-(2l e| ^-3-«a )s| e| *] & -2-^ )»H tDl ^ ] ^<>M 3= 1 . lg 

<298> R f = 0.2 (tSSlf : ^1U#= 1 : 1) 

<299> lH-NMR(DMS0-d 6 )= 2.28(s,3H), 2.51(s,8H), 3.57(s,2H), 7.27-7.31(m, 1H) , 

7.45-7.67(m,5H), 7.97-8.01(d,2H), 8.17(m,lH), 8.56-8.74(m,3H) , 9.36(s,lH), 9.90(s,lH), 
10.14(s,lH) 

<300> ^aHI 26 

<30i> ^a)6\] ^llfHi^]- 0.58g(6mmol)^r °l-g-*M 

4-(4-^l t%A A h^-i-U A € )-N-[2-i-^s.-5-(4-(3q A ^-3-<a )3q e) *l ^-2-^ )<^M ic*| ^] 

<302> Rf = o.5 #Se}o1c ^Aj-oil^: ^1^:25%^^ o>^-g-ofl = 6 0:10: 30:1) 

<303> mp = 174-176 °C 
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1020030028669 #^ H*}: 2004/4/7 

1 H-NMR(D 2 0)= 2.67(s,3H), 2.76(s,3H), 2.82(ra,4H), 3.22(m,4H), 3.70 (s,2H), 
6.64-6.77(m,3H), 7.27-7.31(m,3H) , 7.51(d,2H), 7.63(d,lH), 7.86(d,lH), 8.18(d,2H), 
8.58(s,lH) 



<305> 27 

<306> 33\. -frX[f>}7\] l-o>nl^-4-Dll^5Xl3Ell^ 0 . 66g(5 . 77mol )^ N-[4-f--?-.£.5.-3-(4-# 

S.SDll^B3!S < a6>n]i 1 )-5ll^]-4-(3-5rlel^)-2-3]^PliS-o>T?l l g (2.31 mmol)* °l-8-*H 4-(4- 

afl^o> D ]c 0 .63g^r ^^cf . 
<307> R f = 0.2 (tiilf : ^1^= 1 : 1) 

<308> iH-NMR(DMS0-d 6 )= 2.15(s,3H), 2.37-2.41(m,8H) , 3.55(s,2H), 7.27(m,lH), 

7.45-7.67(m,6H), 7.95(d,2H), 8.21(m,lH), 8.55-8.74(m,3H) , 9.36(s,lH), 9.90 (s.lH), 
10.12(s,lH) 



<309> ^jXHI 28 

<3io> ^A]^] -fi-A}§}7fl ^eH!-^ 0.18g(1.91mmol)-i- ol-g-^ ^(^^^^.^o} 

n] ±v\) ^ )_ N _[2-§^s-5-(4-(5i] ^ cl-3-^ )^ 5] ^-2-^ ^ ] H. ^-g^V 

<g 0.27g^r <£%M. 

<3ii> Rf = o.5 (^l^^l = :^<H]li:^#:25%#:£M 0 Hr-§- 0 - 1 ? = 60:10: 30:1) 

<312> mp = 142- 144 °C 
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1 1020030028669 ^^ H*}: 2004/4/7 

3> 1 H-NMR(D 2 0)= 2.67(s,3H), 2.83(s,3H), 3. 17-3.37(m,8H) , 4.06(s,2H), 6.95-7.01(m,2H) , 

7.11(d,lH), 7.45(d,2H), 7.74-7.79(m,3H) , 7.87-7.91(ra, 1H) , 8.21 (d.lH), 8.55(d,lH), 
8.73(d,lH), 9.05(s,lH) 



<314> ^aHI 29 

<3i5> 33f -ffA}S}7l] l-f>Dl^-4-Dfl^5i]5ll5^^1 lg( 8 . 7mmo 1) -§: 4-(4-^l^^ 3fl5}- 

^1-1-^ 1 )-N-[4-(4-( s| El ^-3-^)3X1 el v] ^-2-<a )o>n] icsfl ^ ] ^ ^<4 D 1 H. 1 .23g^r <2 Si 

^. 

<3i6> R f = 0.4 ( tSSIf : ^-§-=1 : 1) 

<317> 1 H-NMR ( DMS0-d6 ) = 2.27(s,3H), 2.39-2.57(m,8H) , 3.91(s,2H), 7.47-7.53 (m,4H), 

7.56-7.66(m,lH), 7.77-7.88(m,4H) , 7.91-7.93(m,2H), 8.50-8.61(m,2H), 8.80(d,lH), 
9.35(s,lH), 9.79(s,lH), 10.17(s,lH) 

<318> ^aHI 30 

<3i9> ^aHI -fh*}*>7fl ^H^V 48mg(0.5mmol)^- 0 l-g-*><^ 4-(4-^^3q 311^-1-^^1 

^^m)-N-[4-(4-(5rl^ia-3- < a)^Blnl^-2-^)o>nl^l^]Hll^>nlc ^ ^^A><g 0.17g* <g 

<320> Rf = o.2 (*H^« #S5}-°1 j= : ^xj-ofl ^ : cfl ^ : 25%<$3.^ oH^-g-^ = 60:10: 30:1) 

<32i> mp = 151-153 °c 
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1020030028669 #^ ^^>: 2004/4/7 

<322> 1H-NMR(D 2 0)= 2.71(s,3H), 2.81(s,3H), 3.21-3.23(m,4H) , 3.31-3.41(m,4H), 3.99(s,2H), 

6.91-6.94(m,lH), 7. ll-7.31(m,7H) , 7.60-7.63(m,2H) , 8. 13-8. 17 m,2H) , 8.43(m,lH), 
8.73(s,lH) 



<323> ^A]^l 31 

<324> ^UHl 3j4 -B-a>^>t11 l-^sqifle}-:*! 1.2ni£(10.38mmol)* °l-g-*>^ 4-(4-^l ^ ^ 

-1-^ nfl ^ )-N-[4-l-^S.-3-(4-( e| ia-3-<y )S1 e) n] ^-2-«a M*} ^ ] 2= 1 . 3g^r <S 

<325> R f = 0.2(tSSlf : = 1:1) 

<326> lH-NMR(MeOD)= 2.67(m,8H), 3.03(s,3H), 3.69(s,2H), 7.16-7.21(m,-2H) , 

7.43-7.59(m,4H), 7.93-7.97(d,2H) , 8.53-8.56(d, 1H) , 8.63-8.69(m,3H) , 9.31 s.lH) 



<327> ^Ajofl 32 

<328> ^A]a\] 4 2f ^-a>^>t11 ^1^^ 186^(2 . 87mmol )■§- 0 l-§-*}^ 4-(4-^l^ s| s)| e^-l-lH 

H )-N-[4-l- -f- ^-S.-3-(4-(2) e) ^-3-°a )S] S] n] cl-2-^ )o>nl v^afl ^ ] «31^o>nl = ufl ^ 
790mg^g- 

<329> Rf = o.21 HfJ^l = : ^^}Q:^Q-£:25%<&3-^°}^r-&^ = 60:10: 0:1) 

<330> mp = 172- 174 °C 
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1020030028669 #^ 2004/4/7 

1 H-NMR(D 2 0)= 2.70(s,3H), 2.87(s,3H), 3.12(m,4H), 3.38(m,4H) , 3.96 s,2H), 
6.46(br,lH), 6.58-6.69(m, 1H) , 6.83-6.86(d,lH), 7.29-7.43(m,5H) , 7.88-7.90(d, 1H) , 
8.10-8.13(m,lH), 8.23-8.25(d,lH), 8.40-8.44(d, 1H) , 8.72(s,lH) 



<332> ^.Alofl 33 

<333> 14 -H"A>s|-7fl 1-ofl fJJlSLS] sflel-^l 1.3m*(10.38mmol)-§- °l-8-*M 4-(4-nfl ^515-4 

*g H^-^l-i-o^ ^1 € )-N-[4-l-^-^.S.-3-(4-(5X] e) )^ el *1 ^-2-«a )<>}*1 ^1 ^ ] ifflSo>*l S. 

580mg# 

<334> R f = 0.1(#S3.i-§- : njl^r-ir = 1:1) 

<335> 1 H-NMR(MeOD)= 1.96-2.00(m,2H), 2.70(s,3H), 2.76-2.87(m,4H) , 3.06-3.19 (m,4H), 

3.78(s,2H), 7.18(m,lH), 7.43-7.46(m,lH) , 7.52-7.59(m,4H) , 7.92-7.96 (d,2H), 
8.54-8.56(d,lH), 8.63-8.70(m,3H) , 9.32(s,lH) 



<336> AjAlofl 34 

<337> ^X\d\] 24 -S-AHr}7ti ^fHd-g-tf: 75.3^(1. 16mmo D-i- °l-g-SM 4-(4-«0^S.S.3qifl^ 

-1-^ "fl ^ )-N-[4-#^iS.-3-(4-(sl e| ^-3-^)31 el n] ) ^} ^ ] ^SoM e nfl Q^¥r 

^ 790mg* <2524. 

<338> Rf = 0.13 HIM #S.sl- 0 l-^:^ 0 11^:^l]:-i-:25%^--S.q^-g-on= 60:10: 0:1) 

<339> mp = 158-160 °C 
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1020030028669 %^ 2004/4/7 

<340> 1H-NMR(D 2 0)= 2.18(br,2H), 2.67(s,3H), 2.88(s,3H), 3.38-3.45(m,4H) , 3.65-3.71(m,4H) , 

4.34(s,2H), 6.56(m,lH), 6.74-6.84(m,lH), 6.89-6.92(d,lH), 7.21-7.28(m,lH), 
7.42-7.46(d,2H), 7.56-7.60(d,2H) , 7.67-8.00(d, 1H) , 8. 18-8.30(m,3H) , 8.71 (s,lH) 



<341> ^Ajoj] 35 

<342> -gAlofl 14 -B-a>^Vt11 4^1^^ 1.5g(17.6mmol)-8: °l-g-§>^ 

4- (4 4 E| ^-1-^ nfl ig )_ N -[3_(4_(s) ej ^-3-^ )3z] e] n] ^-2-^ i^l ^ ] ^^^p] ;EL 2 . 2g^r <g 

<343> R f = 0.43(#^^S.# : "lllM: = 1:1) 

<344> 1 H-NMR ( DMS0-d6 ) = 2.17(s,3H), 2.53-2.81(m, 10H) , 3.71(s,2H), 7.33(s,2H), 

7.51-7.63(m,6H), 7.95-7.99(d,2H) , 8.47(s,lH), 8.49-8.77(m,2H) , 9.43(s,lH), 9.89(s,lH), 
10.19(s,lH) 



<345> ^A]_oj] 36 

<346> 24 ^>s:>7l] ofl^^ 0 . 248g(2 . 5mmo 1 )^ °l-8-*H 

4-(4 3fl A °fl t )-N-[3-(4-(4 el ^-3-^ e) v] t£-2-<£)o}v\ v| ] <ffl2L<>M = 

0.83g^- <g&cj-. 

<347> Rf = o.2 (nflU^ #S5}ol^:T I flE]-^-:25% < a--£qo>^^-oB=i50:l0:l) 

<348> mp = 173-175 <c 
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1020030028669 #^ 2004/4/7 

1 H-NMR(D 2 0)= 2.63(s,3H), 2.81(s,3H), 3.41-3.53(m,4H) , 3.61-3.69(ra,6H), 4.31(s,2H), 
7.11-7.15(m,lH), 7.21-7.31(m,3H), 7.53-7.57(m,2H) , 7.81-7.95 m,4H), 8.33-8.37(ra,lH), 
8.55(s,lH), 9.07(s,lH), 9.22(s,lH) 



<350> ^a]_o]] 37 

<35i> ^Ajofl 2sq- -B-aV^tII oHl^ 0.58g(9.2mmol)* 4-(4-^l ^^2.^511^-1-^ 

ufl ig )- N - [4-(4-( 3i| si Ta-3-«a )3q el n] cl-2-^ )o>ol - 3fl ^ ] Hfl^o>nl = 6>Afl e xj.«g i . 53 g ^- 

<352> R f = 0.2 #Ssl-ol^:nflEj-^-:25% t a-2.^|o>^-g-< 2 B=i50:10:l) 

<353> mp = 197- 199 °c 

<354> lH-NMR(D 2 0)= 1.68(m,2H), 2.53(s,3H), 2.67(s,3H), 3.01-3.06(m,2H) , 3.33-3.47(m,6H) , 

3.99(s,2H), 6.95-6.99(m,lH), 7. 16-7.37(m,7H) , 7.61-7.65(m,2H) , 8.11-8. 15(m,2H) , 
8.41(m,lH), 8.69(s,lH) 



<355> ^M<4 38 

<356> *jA]ofl 29\ -fi-A}*Ml °M1B^ 0.24g(3.8mmol)-i: °l-g-*H 4-(4-*M:£-£:5l ^e^-l-^ 

°fl € )-N-[4-^l fi-3-(4-(^ 5} ^-3-^)2] 5] xi\ ^-2-^)o>b1 ^Jffl ^ ] ^^o>ol = e a><* 0 . 61gH 

<357> R f = o.2 (^11^1 l-S-Bfojc :T3l ]^ : 25%^-s.u|o>^^-on=i50:iO:l) 

<358> mp = 165- 167 °C 
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1020030028669 H*}: 2004/4/7 

<359> 1H-NMR(D 2 0)= 2.07(s,2H), 2.58(s,3H), 2.61(s,3H), 2.77(s,3H), 3.41 m,4H), 

3.63(m,4H), 4.41(s,2H), 7.01(d,lH), 7.17(s,3H), 7.38-7.41(d,2H) , 7.63-7.75(m,3H) , 
8.20(d,lH), 8.47(d,lH), 8.61(d,lH), 8.93(s,lH) 



<360> £X\c£ 39 

<36i> ^Ajofl 4 sf -fHV*>?fl o>AilH^> 0.18g(2.8mmol)^r °l-§-*>^ 4-(4-^1^^3fl^-l-<^o>n) 

i- n]| ig )-N-[4-ofl ^-3-(4-(3E| e) ^1-3-^ )*\ Sl n] 1^-2-^ ^ ] feo}ul := o^B^ 0 . 31g 
-8: <25W. 

<362> Rf = o.2 #^el-ol=:DllE] : #:25% < a-S.M ci >^-§- ^=150: 10:1) 

<363> mp = 153-155 °C 

<364> 1H-NMR(D 2 0)= 1.37(s,3H), 2.53(s,3H), 2.67(s,3H), 2.83-2.88(m,4H) , 2.97- 3.11(m,4H), 

3.43(s,2H), 6.79(d,lH), 6.99-7.27(m,6H) , 7.41(d,2H), 7.99(m,lH), 8.02(d,lH), 
8.22-8.27(m,lH), 8.57(s,lH) 



<365> A] C^l 4Q 

<366> A9\ -fJ-A}S>7fl oHlH^V 0.3g(4.7mmol)* °l-§-S}<*) \-<&°\v\}^ 

H )-N-[4-(4-(3X) s| ci-3-«a )*\ *1 ^-2-^ )°> D 1 i^l ^ ] ^<>}*1 = oMBt^ 0 . 57g# 

<367> Rf = o.2 Hli^ #S.2l-ol= :pj)^:25%<a-S.qo>^6n=i50:io:l) 

<368> mp = 169-171 °C 
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1020030028669 #^ ^*}: 2004/4/7 

1 H-NMR(D 2 0)= 2.65(s,3H), 2.78(s,3H), 3.20-3.25(m,4H) , 3.30-3.43(m,4H) , 4.00(s,2H), 
6.87-6.95(m,lH), 7. ll-7.38(m,7H) , 7.61-7.65(m,2H) , 8.15-8.19 m,2H), 8.43(m,lH), 
8.81(s,lH) 



<370> -*3aH1 4i 

<37i> ^*H1 ^\*\7\} 2.2g(60.2mmol)^r °1-§-3:>o^ 

A-U-A fJJLE.^ A 3tf\-l-<& "11 ^ )-N-[4-(4-(5£| e) c^-3-<a ) A S| Pi ^-2-U )«W i^l ^ ] flsoH 2= 
0.83g-fr 

<372> R f = o.2 HIM #S.^ol-E.:^m-a::25% t a-S.M d >^^- <5l l=150:10:l) 

<373> mp = 197- 199 °c 

<374> 1 H-NMR(D 2 0)= 1.77(m,2H), 2.43(s,3H), 3.00-3.07(m,2H) , 3.31-3.43(m,6H) , 4.01(s,2H), 

7.03-7. 15(ra,lH), 7. 19-7.33(m,7H) , 7.71-7.83(m,2H) , 8.15-8.18 m,2H) , 8.41(m,lH), 
8.71(s,lH) 



<375> -^aHI 42 

<376> ^Ajofl 4 2f -B-A>^>7fl 1.3g(35.6mmol)-§- °l-g-S><^ 4-(4-*H sfl Ej-^-l-^o>nl ^ufl 

^)-N-[4-^lt-3-(4-(^^ia-3-^)2l^Pli=l-2-^)o>o]^5)l^]^l^c>Dls. <*^<* 0.21g-gr 

<377> Rf = o.2 HIM #S.Hl-olH.:^m^-:25% < a-S.Mol.^-§-'5fl=i50:lO:l) 

<378> mp = 173- 175 °c 
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1020030028669 ^^ 2004/4/7 

1 H-NMR(D 2 0)= 1.77(s,3H), 2.55(s,3H), 2.85-2.93(m,4H) , 2.97-3.11(m,4H), 3.51(s,2H), 
6.81(d,lH), 7.00-7.25(m,6H), 7.43(d,2H), 8.00(m,lH), 8.05(d,lH), 8.25-8.33(m,lH), 
8.63(s,lH) 



<380> ^ A] o^] 43 

<38i> 4^- -fi-A}*}7fl <g<+ 2.5g(68.4mmol)^§: ^l-g-^V^ 4-(4-^l ^ 3X) ^ ej-^l-l-^ i^ufl 

^)-N-[4-(4-(iqelTa-3-^)s]&lnlTa-2-^)6H^] 1 d]^l^]-Dl= <*^V<* 0.43g* <£9Xt±. 
<382> R f = 0.2 (^1^1 #S.£l-ol^:Dl]H4--g-:25% < y-S.q^-g.on=i50:l0:l) 

<383> mp = 183- 185 °C 

<384> lH-NMR(D 2 0)= 2.67(s,3H), 3.21-3.30(m,4H), 3.33-3.47(m,4H) , 4.07(s,2H), 

6.85-6.95(m,lH), 7. 13-7.47(m,7H) , 7.63-7.68(m,2H) , 8. 17-8.21(m,2H) , 8.47(m, H), 
8.88(s,lH) 

<385> | 1 

<386> £ Al^oflA-lfe. K562 ^5.^1 S**H1 1 9*0*1-8-* ^M§*r£l=T. 

^^7} 37°CJ1 ^71^ C0 2 7}- 5*3%* Ifsf^ ^£ °!^-ylHEi vfloJH 10%(v/v) Bflifl 

^31 -i- 7}*}- 43 xifls.^ «g oI^e^^-e (Roswell Park Memorial Institute : 

RPMD-1640 afl^l /fllf 3^0^ #4|5.(10007fl)* 96-H 9 7}^ o.^ o^a^I 

63-50 



1020030028669 #^ 2004/4/7 

M}^} 0.2% MTT(3-[4 > 5-Dimethylthiazol-2-yl]-2,5-diphenyltetrazolium bromide) -g-^ilr 
$7>*Ml 4Al^> *o> ^ ^^^r ^7lJl ^is}^ . DMSOS ^7>^> 

^ ^-oj^l 540nm^H ^#5.-1- «M^r534. IC 50 ^r«M H ^ 3^f3 *1 

<387> [^*VA1 X] (0D540(^^)-0D 5 40(7flAl)/0D540( c fl2:^)-0D540( ?1W))>i00 

<388> ^7} IC 50 *J-^S] 7l^V l^HH^ ^li^7]- fe^ Bfl <## vfl^ Afl 

5.^3 50%7> ^ nflS] ^£5. ^^^cf. 

<389> ^>7l S lofl q-Ej-yfl IC 5 o^[^g/m^]^ ^*HHH -M^m 1 Sr^-#* 

<390> [S. 1] 





IC50 L//g/m£J 




0.54 


2 


1.20 


4 


0.10 


6 


20.51 


8 


27.58 


10 


3.85 


12 


10.21 


14 


8.95 


16 


>50.0 


20 


34.7 


22 


10.0 


24 


19.05 


28 


8.63 


30 


22.81 


32 


8.06 


34 


7.17 


36 


11.32 


41 


5.61 


42 


0.30 


43 


>50.0 
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<391> #71 & ia) ^Jl|-^.«-Ei ^ ^^-o], n>^ §^ lafl^tg *fl5^«?l K562<^1 tfl*>o} 7] 

§ ot-i-o] olu>E^^ ^l^ello]H7> 0.54 jug/me^ IC 50 *r*l«- wliHs>^ £ 

^aHI 42^1 ^^HBiL*} cl^r ^ M-^ifl^n. 

<392> ^j^HI 2 

<393> ^- Al^oflA^ L1210 A^VAl 1 ^^ll^-g-* ^tYSXCLv), ^ 

^"71 ^ofl 12]- y c V ^°fl ^ al-SM&t}. IC 5 o^[^g/mi]^r *>7l 5. 2<^1 

<394> 21 





IC50 L ml J 




32.90 


2 


7.60 


4 


26.90 


6 


3.24 j 


8 


7.38 


j 10 


3.40 


12 


0.99 


20 


4.32 


j 22 


j 4.46 


36 


S 5.95 



<395> A o v 7 j s 2 ^ ^S.*ftf <£ ^ 9X^°) , ^"t^ L12KH tfl«fl>H3E. 71^ ^=1-^1 

oM^N Dfl^eflolH7> 32.90//g/m^ IC 50 i-HM 7 A^ -i*Hl 12 

Sl-^-l-^r 0.99/^/roe, ^*H1 6 ^tt^- 3.24/zg/m^ IC 50 ^-^NH ^ ^5. 

32«fl Sl^r 10«fl£| Jl-sHl- q-E^-^^o.^, zi ^Hl 3^#« 2.= L12HH cfl 

<396> 3 
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<397> a. Al^oflA^ U937 s^ai l £|-^-§-^ ^^1^-8-* ^*>53-°-°1, ^ 

£ ^"71 14 -^^tb U-fH 4^ °l-?-<H£4. IC 50 lH;Ug/m4]£- *>7l S. 3°fl 4 

<398> [g. 3] 





IC 5 o Ug/m£J 


o|o|-E^ nJ|*liSflo|E 


28.75 


2 


0.70 


4 


0.90 


6 


5.14 


8 


9.44 


10 


7.30 


12 


3.41 


20 


9.51 


22 


8.61 


36 


6.91 



<399> a c i. 7 ) s 3^ + a 1^0) f ^(monocyte) M)S.9l U937«fl tfl*fl 

7l§ ^#0] o1u>b]^ ^l^sfl o}H7> 28 . 75/<g/iii^ IC 50 M-^\H ^4 al^H 

t^*] ^a1<^1 2 Sl-^-l-^r 0.7//g/m£, ^*H1 4 3^1: 0.9//g/m^ ic 50 M-e}iJH z| 

4 -fe-S^l^i 40Wfl JEE^r 30Hfl^ %H V € Ml" M-B}lfl^O.T^, Zl 5-1^ tf-E- ^Ajafl 5j-^-# 

2.^ U937<H1 tflsj-o} °Mi=Hsl t^l^eflolHicf %^^r 

<400> A| afl 4 

<40i> a. Al^oflA^ c1d>e1^ cfl^eflolB^ ^afl 4^ ^0}] 2, 4 ^ 10«1 <^ 

<402> 
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IS. 4] 









-^A|a)| 4 


^aH| io 


A549 


37.18 


27.6 


46.6 


3.50 


KATO III 


32.58 


30.04 


32.35 


3.26 


KB 


47.54 


31.59 


35.04 


8.99 


HL60 


35.68 


17.74 


27.79 


4.28 


SK-OV-03 


>50.0 


37.99 


>50.0 


25.50 


MCF-7 


>50.0 


36.22 


>50.0 


6.96 


DU-145 


9.04 


30.33 


41.26 


5.51 


KG-1 


31.22 


7.31 


>50.0 


3.31 


RPMI-6666 


33.76 


14.72 


33.80 


2.12 


SNU-182 


44.00 


24.72 


48.04 


7.94 



<403> #71 s. 4$\ ^S-^-B] <£ ^ 9X^°], ^3 ^*H1 2 KG-1 M]S.<*\] tfl*} 

^ ufl^EflolMinf 1/4, RPMI-6666^1 tfl*H i/ 2 oj^j-o] IC50 i+Bj-^ji, ^a] 

°fl 10 Sl-W^r A549, KATO III, HL60, SK-OV-03, MCF-7, DU-145, KG-1, RPMI-6666, SNU-182£) 
3.^ *H3L<% tfl*H o1d}e^ ^)^eflo]E^4 u^tfl&tf. RPMI-6666°fl 

tfl«ll^^- ^ *£*iM i 5 tifl q-^^cf. 

<404> #7] a ! vflxl 4S] iL^, £ ^3 4 ^-f 7]^^# 

Hsq- -8-a>*v ^ol^u> -l ^^^^ ^15. 7lcfl5]jl 5^4. ^th €*H1 42 

£ o]u}.e]^ ^aj^oIe o]^o) j-^ 7 |. 7 lcfl^j7 oicf. U937-4 L12KH £fl*lHTr -g- ^7^^ 4 
€- -^Hl s^-^-l-l; ol o]u>^^ ^l^eflolHl- ^o^^r M-Bl-^jl, 1^1 U937<H] cfl 

*)W^ ^Hl 2^- ^^1^1 4 3^t)-^ 0 l , L1210°fl ^A]^] 124 ^A]oil 6 t&x] 

63-54 



<4 

v 1020030028669 %% 2004/4/7 

<405> ^ f <£X\c$ 2 ^ 10 K562-& afl^t!: ^5=1 ^fr^ #^3^1 tfls}o} °1 

^ «nm^ KG-1, ^^Hl 10^ ^li^l RPMI-6666^1 tfl^fl fe^r M-B^7l 

nfl^^l ^ ol^ofl OH- cfs. # =.o} oj-ofl cfl^ Afls.^ 7H^-£ 71 

<406> ^j^Hl 5 

<407> ;S) ^Hl^o) o^^Efl^-^ tQja 

<408> s>-f- ^<H1 ^l^tij-tilH- ^^(pentobarbital sodium; 50mg/kg, l.P,)°.3. ^ ^ 

(250~280g)* *r#) ^ ^r#S ^-f-^» ?fl^ d-^^l^^l ^K>±; 3^: 0.58mm)l- 

unfl^rq-. ^#°1 ^ ^ 16^1 ^A]7lJl Al^ofl ol-g-^>5|cf. olp>E]^ nfl 
^eflojn ^ ^Hl 4 s}-^^ 100rag/kg^ ^^M*}JI 0, 0.5, 1, 1.5, 2, 2.5, 

3, 3.5, 4, 4.5, 5, 6, 8, 10, 12, 24*1 #15. ^W^. *M3^ 1^.513.^ *>7l ^ofl 
HPLC £-^-g- afl2:S}uL §1-71 S^Hl &*\*}<&^. 

<409> HPLC^l £^b§; *\S. *\}2i 

<4io> ^-§- ^fl^Al^oj) #^6\ 0.5m£^ W d r 15000rpnHH 200/^S 

^-^^r^cf. MeOH-i: 1^ ^-tiflo] 400/^ <£°.3. ^7>*>J1 30^-# 

(shaking)sfl ^rSXA. °1# ^1 15000rpm<HH ^^r^H ^%°A 600 

fd% HPLCS. ^^t}. 

<411> HPLC £M 

<4i2> o.^ : i.o ml/&, 267 nm^H UV^# 
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<413> : 4.6 >150 mm, 5C18-AR-II, COSMOSIL 

<4i4> -§-#*fl : o)g-4§- Al^=(420m^)4 MeOH(580mO# ^^V^ 

<4i5> o]^>Alqi: ; 7 5g o) 800m££l -g-sflAl7}ji pH^ 

olAVofl 2.53. 2^ is}JL #* a}-^}^ lOOOm^S. s\^A% 

<416> zl ^-4, oln>B)^ nfl ^3 3] ol ;e sq. ^^1^1 4 Sp^-i-i- ^ lOOmg/kg^l ^ -§-^3. 

tH^efloiB^ 2«fl^£S M-e}^-# la-oi^- ^ 5a&^.°H ^a^ 4 ^<*|^ 
50mg/kgil3. 2tifl ^Jfa^l-jL ^-<^}7fl a] ig ig- 0.5.*) o]p>^^ ^^^|ol E f 

lOOmg/kg ^34 W^SH ot^^Efl^^ tiling ^^C}. qt^JE.^^ 

3)-el-DlEi^ Tmax (^Jl^f^SL SIM , Cmax (^Jl^^S) , AUC( a] zV-^f^5i ^Hd^ 
3) ^ Ti/ 2 (1^^7l)S. ^£\f>\3ZSL^, AUC^r A>cf^^«j-Ai 0.5. Tfl^St^CS. 5 ^ £ 1 

<4i7> [3. 5] 





(lOOmg/kg) 


AUM 2 34fN± 
(50nig/kg) 


4 s^ig- 
(50mg/kg) 


AJaHI 10 2|-## 
(50mg/kg) 


Tmax (hr) 


2.3 


1.5 


2 


1.5 


Cmax (m/ml) 


2.724 


2.197 


3.155 


1.358 


AUC 


26.461 


26.181 


22.951 


12.056 



#71 3. 5^1 ^3.^ ^ ^^- 0 1, ^#^^1^^ sl-e^DlE^ Tmax, Cmax, ^ AUC<^1 
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*H1 10 Wl-^ ^-f 50mg/kg^ ^a^so^ oju}E}^ nfl^eflolHM- 2 5Eb ^^Hl 

4 ot ^tiV^s^ ot-^Efl*}-^ u(-Bf^b ^ 0.3. 14^4. £ 

fl4 Ml- l^Ef^i 7lcfl^- ^ ^rf. CC|.^ o]S. ^6\] 

<419> ^^6\) 6 

<420> ^M^dii tMMI 

<42i> ^ofl 14=- Sl-^-l-o) ^ ^-oi^>7l ^«fl ^3(24~26g)» 16*RK§^ 

ZV A]aH] 2> ^A]^ 4, ^ ^A^ 10 ^=-^Al^^ 5]J7 -g-B£ 

<y 2000mg/kg^ ° 0 to^ ^ ^s^cf. ^-o^^ 14^^]- oJa> ^a>^ sfl^ 

uy^. ^o]^ + *]jf>o] ^gj. rr^V Cfl^oll sfl -f-Tfl^ O.3. ^ ^ ^o)^ ^ 

St!: *1^7l?> -§-o> *]a}£]^ ^£ ^Hl 2, ^aHI 4 ^ ^AHl 

10 LD50-8: 2,000mg/kg ^Aj-o] o.^. ^-o}^ ^ 54&tf. o]^ ^cfl 2, ^aH 4> 

^ ^aHI 10 sJ-thM «l^^r ^3 a^-Wo] -g-Ajj^ ^^o)|a4 o>Aitb #^°]-g- 
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[3^8" 1] 

§1-71 afr*Hq i^i N -5]i^-2-3]^Dici-o>ni -b-s^i ^ zlsi <g. 
[ l] 




Ri^r 3-3x1 sl ^ 4-s] el ^ M-Bftflji, 

R 2 ^ R 3 ^ ^ ^U^S ^ Hi^r ^ M-g- M^MM, 
Re HItt R 7 *>7l 2^1 E>cl^ol ^ oiji: 

[ SJ-*M 2] 




H^^^S 2 - (X) "" R9 



^ 7l oil A 1 ^ lE^b NH* M-eNM, n=0 5Exr 1<>1jL, R 9 ^ 5 vfl*l 10^ *1 

S*-*H 2^1 ej-^°l Rgofl *l^ ^ofl^ R 4> R 5> R?j ^ R g ^ ^ rr^ ^7}, 
29] el-cl^ol R? 6j) *l^-<3 R 4> R 5f R 6> ^ Rg ^ ^q. rn fe ^ JSL 

^*\<L3. IgrS.^, ^ <gm, ^ *\^? <g^]Wr M-Ej-ifli+, 

63-58 



* 



1020030028669 



§^ 2004/4/7 



R 6 JE^ R 7 ofl n=0 °}JL R 9 o] 4-^x\s\M$.°l 2$\ ty*)*k°] ^m^Hg R4, 

R 5 , R 7( ^ R 8 ^ f>}^ 0)^0} , R 4 , R 5> Rg, ^ R g ^ ^q. t^S^M^. 

2] 

R i^l 3-^5^* H-^tflZL, 

R 2 ^ R 3 °l ^ ^-^^^-S. M-eHH, 

2] 



<^7HH X7> NH1- q-Efi^o^, n=0 I&^b 1°1 Jl, R 9 7> s| *H Bj ^ , 4-^1 "i^LS.^ ^ , £E 

2^ B^^o] Rgofl ^-fofl^ R 4) R 5 , R 7 , ^ R 8 ^ ^ ^7fl7>, 

5K V ^ 2^1 ^^o] R 7 ofl ^ 0.0]]^ R 4> R 5f R 6> ^ Rg -o} *>q. cr^ ^7fl7> ^ S- 

3] 

*U1HI Sl^H, Rl°l 3-^el^olJ7 ( R 2; R 3 , R 4> R 5) R 7> RgOl Z]-Z]- ^o]j7, RgOfl 

ai 2 S] ^#^171- olnfl n=0 o]jl Rg7 > 4-^1 *\] B^H 7i , n =l °lJI X7]- NH°1 

H R 9 7> 4-^1^5X]3iil^ol sJ-^-i-. 
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4] 

5a°W. Ri°l 3-31)^^0131, r 2 ^ R 3 oi ^ ^dioH, R47} ^l^ojji, r 5> r 6 , 

R 8 °l Ry^l 2^ ^1«7> ^^-ElJl, olnfl n =:MJI X7> NH<>H R9 7 > 4-H) 

5] 

^>7l s^*H 3a i&^b 3b°J sf-f-^-i- S>7l 4^ 3^1- 4 #-§-^1^ *>7l 2} 

*H 5a S^r 5b^l ^#^a- ^^Al^lJl, Sj-^ 5a 5b°^ Sj-tM-§- *>7l s}-*H4 6 

9\ aV-§-Al^ *>7l la 3^ s^^M lb°J SJ-W-g: ^°-S. *M 

*fll^°ll 3^ S*«H4 13 « 0 >^. 
3a] 




4] 
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O 




[5}-«H 6] 

H(X)— R 9 

[3J-*M la] 




lb] 
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? 8 



R^Y N R7 
R, 




(X)— R 9 



R i R 9 , X, ^ n£r *lll*<HH ^^ItV «>Sf £jL, 



[3^8" 6] 

^Ml^-^-S. ^-g-S]^- ^] io| gj.^-- <*-g- 

#^ ^-g-JlS. ^-fi-^# ^^SLS. «H i£^r ^ <W°fl A>-g-^7l ^ 

7] 
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1] 




time (hr) 
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